A small bowel enema demonstrated markedly dilated small bowel loops with thickened valvulae conniventes and mucosal nodularity suggestive of an infiltrative process. Serum IgA was 18.0 gil (normal 0.7-3.5 gil), IgG 3.5 gil (normal 7-17 gil) and IgM 0.2 gil (normal 0.7-2.1 gil). A paraprotein band at 5 gil was present in the gamma-globulin region on serum electrophoresis and was confirmed as IgA heavy chain by immunofixatiou'. No paraproteins were detected in the urine. Small bowel biopsies showed infiltration by plasma cells, lymphoplasmacytoid cells and scattered immunoblasts with abundant cytoplasmic IgA heavy chain molecules demonstrated immunohistochemically (see Figure 1) . A tunnelled subclavian line was inserted for correction of the fluid and electrolyte depletion and parenteral feeding. Once the diagnosis of alpha-chain disease had been made the patient underwent a staging laparotomy which placed him at stage II (see Table 1 ). Diarrhoea remitted within three days of starting on metronidazole and tetracycline: this was followed by six courses of CHOP (cyclophosphamide, vincristine, adriamycin and prednisolone) as an outpatient. Although his latest biopsies are still abnormal he remains in clinical remission with a current weight of 62.2 kg almost 18 months after diagnosis.
Discussion
Alpha-chain disease, otherwise known as Mediterranean lymphoma or immunoproliferative small intestinal disease (IPSID), is best defined as a malabsorption enteropathy attributable to the presence of diffuse lymphoplasmocytic infiltration of the small intestinal mucosa and characterized by the synthesis of anomalous alpha-chain peptides. It affects young adults of low socio-economic status with a male preponderance (2 : 1) and is endemic in the Middle East, South East Asia and the Mediterranean Littoral. Presenting symptoms include diarrhoea (95%), weight loss (84%), abdominal pain (84%), recurrent vomiting (60%) and low grade fever (44%), with emaciation (90%) and finger-toe clubbing (68%) being the commonest physical findings'', The
Journal of the Royal Society of Medicine Volume 82 June 1989 365 pathogenesis of alpha-chain disease remains obscure but socio-economic factors, environmental agents and genetic predisposition all seem to contribute. Marked histological and functional alterations of the small intestine have been described in asymptomatic residents of endemic regions and immunological defects have been well described in patients with protein-energy malnutrition". These changes may permit bacterial overgrowth of the bowel with the consequent antigenic stimulation provoking immunoproliferation and the progressive sequential development of overt lymphoma from a susceptible clone oflymphocytes. Certainly bacterial overgrowth is of considerable importance in the symptomatology of alpha-chain disease; witness the rapid resolution of our patient's high-output diarrhoea on antimicrobials. It is also well-known that complete resolution of the histological and functional abnormalities seen in early stage disease has occurred with prolonged anti-microbial treatment alone. The response rate, however, diminishes with increasing cellular atypia and frankly lymphomatous change. For stage II or more disease various multiagent chemotherapeutic regimes or total abdominal irradiation have been advocated', Irradiation is occasionally complicated by devastating intestinal perforation and chemotherapy appears preferable despite sometimes being poorly tolerated by debilitated, malnourished patients. However, to date no comparative clinical trials of adequate size have been performed.
Figures for five year survival are likewise not easily obtained from such small series of patients as have been published but prognosis appears to be relatively good in early stage disease with appropriate treatment. It is therefore crucial that, although rare, the diagnosis of alpha-chain disease should be entertained early in the evaluation of patients of appropriate geographic origin presenting with diarrhoea, weight loss and abdominal pain. Full blood count and platelet count, prothrombin, partial thromboplastin and bleeding time were all normal and stool, urine and porphyrin screening was negative.
Biopsy of a papule on the abdomen was typical of Darier's disease, showing suprabasal clefting of the epidermis with acantholysis, dyskeratosis, corps ronds, grains and overlying hyperkeratosis.
Biopsy of an early haemorrhagic lesion on the dorsum of the hand revealed epidermal acanthosis and hyperkeratosis overlying a large intraepidermal lacuna filled with erythrocytes (Figure 2) . At the margin of the lacuna suprabasal elefting and acantholysis was evident. Stains for amyloid were negative. 
In a review of 34 cases of Darier's disease reported in a large English textbook of dermatology" diagnostic lesions were found on the hands in every patient; nail dystrophy, acrokeratosis verruciformis like lesions, palmar pits and keratoses being the most commonly found lesions. The haemorrhagic palmoplantar lesions described in our case are identical in clinical and microscopic appearance to those reported by Jones et al.', and they would appear to be the rarest acral manifestation of the disease. In all of the four cases reported by Jones et al., there was marked palmoplantar hyperkeratosis and haemorrhagic lesions were recognized by the sufferers to be precipitated by trauma. The presence of extensive Darier lesions on palmoplantar skin results in a suprabasal eleft into which extravasated erythrocytes seem able to accumulate and later undergo transepidermal elimination. If the pathology of Darier's disease is looked at en face, then rather than being smooth or regularly angulated in outline, it is irregularly angulated and jagged and this probably accounts for the distinctive marginal morphology of the haemorrhagic lesions.
We are unaware of any other reports of these lesions in Darier's disease. They are nonetheless distinctive and as this case illustrates they may be the earliest manifestation of this dermatosis. Arch DermatoI1964; 89:523-7 (Accepted 27 September 1988) disorder is usually of unknown aetiology and patients frequently require mechanical ventilation. A case is now reported in which Ondine's curse was found associated with previously unrecognized hypogammaglobulinaemia. The hypoventilation resolved with immunoglobulin replacement therapy.
Case report
A 9-month-old girl was admitted with slow weight gain, developmental delay and a one-day history of poor colour and hepatomegaly. She had already received diphtheria, tetanus, pertussis and oral polio vaccines three times and had previously had several respiratory tract infections without difficulty. On admission, her weight was 7.5 kg (below the 10th centile), length 69 em and head Case presented to Section of Paediatrics, 24 April 1987 0141-0768/89/ 060366-02/$02.00/0 ©1989 The Royal Society of Medicine
